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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 
A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
7/28/2006 has been entered. 

Applicants amendment of claims 73, 79 the cancellation of claims 71 , 72 and 75- 
78 and the addition of new claims 81-89 in the paper of 1 1/13/2006, is acknowledged. 
Applicants' arguments filed on 1 1/13/2006 have been fully considered and are deemed 
to be persuasive to overcome some of the rejections previously applied. Rejections 
and/or objections not reiterated from previous office actions are hereby withdrawn. 
Claims 73, 74 and 79-89 are still at issue and are present for examination. 

Claim Rejections = 35 USC § 101 
35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 



Claims 73, 74, 79-89 are rejected under 35 USC 101 as encompassing non- 
statutory subject matter. The claimed invention is drawn to biological preparations that 
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include cells and tissues. Reference to the specification, paragraph bridging pages 30 
and 31 indicate that the claimed cells may encompass embryos. Claims 82 and 87 
include the specific recitation that the claimed invention includes blastocysts and 
embryos, respectively. None of the claims exclude human embryos or blastocysts. A 
reasonable interpretation of the scope of the claims to embryos and blastocysts is that 
they encompass human beings which are considered to be non-statutory subject 
matter. Exclusion of such embryos, blastocysts, and other cells which could reasonably 
read on human beings would be remedia. It is noted that a similar rejection was made 
in the office action dated 12/2/2002. 



Claim Rejections = 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1 ) an application for patent, published under section 122(b), by another 
filed in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351 (a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United States 
and was published under Article 21(2) of such treaty in the English language. 



Claims 73, 74, 79, 81 , 88, are rejected under 35 U.S.C. 102(e) as being 
anticipated by Pecker et al. (U.S. Patent No. 5,968,822). 

This rejection was stated previously as it applied to previous claims 73, 74, 76, 
79. In response to this rejection, applicants have amended claims 73 and 79 and 
cancelled claim 76 and added new claims 81-89 and traverse the rejection as it applies 
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to the newly amended claims. Claim 88 is included in this rejection for the reasons 
previously stated for claim 73. 

Applicants traverse this rejection on the basis that the previous action argues that 
"an inherent property of the insect cultures expressing... heparanase...is that the 
excreted heparanase would externally adhere to said cells." Applicants submit that this 
is not inherent, on the basis that cells require heparin sulfate on their surface ion order 
for heparanase to externally adhere to them. Applicants also reference the declaration 
under 37 U.S.C. 1.131, submitted by Iris Pecker on 7/28/2006. 

Applicants further traverse the rejection on the basis that claims 73, 74 and 79 
require that heparanase be added to a cell preparation, while the 822 patent does not 
teach or suggest this feature. 

Applicant's complete argument is acknowledged and has been carefully 
considered, however, is not found persuasive on the following basis. 

First, applicants arguments that claims 73 and 74 require that heparanase be 
added to a cell preparation are not found persuasive on the basis that the heparanase 
expressed by High Five or Sf21 cells with pFhpa virus is considered to be "added to 
said preparation" by the addition of the genetic material encoding said heparanase and 
its expression. Further even if applicants were to successfully argue that this 
heparanase was not added, it would remain that the preparation taught by Pecker et al. 
would not be any different from the claimed preparation comprising an externally added 
heparanase. 
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With respect to applicants argument that it is not an inherent property of the 
taught preparation of High Five or Sf21 cells expressing mammalian heparanase, that 
the cells comprise mammalian heparanase externally adhered to said cells, is not found 
persuasive based on the following. Applicant's reference to applicant's specification 
and the declaration of Iris Pecker regarding the experiments with CHO 745 cells are 
acknowledged. Applicants submit that cells require heparin sulfate on their surface in 
order for heparanase to externally adhere to them, based on applicants statements that 
CH0745 cells, for example have not shown external adherence for this reason. 
Applicants statements are acknowledged, however, not supported by applicants own 
specification which refers to the expreriments of Figure 3, and states that "It was found 
that the adherence of heparanase to the GAG-less cells was significantly decreased 
(Figure 3). (page 49, lines 13-14). Applicants attention is further directed to applicants 
results presented in Figure 3, which show that all of the CHO cells tested (CHO-dhfr, 
Cho-803 and CHO-745) had Heparanase activity externally adhered to the cells, 
although the level may be dependent upon the presence of certain molecules. This 
different amount of externally adhered heparanase to different cell types is not 
considered relevant because even the lowest level of externally adhered heparanse is 
still some externally adhered heparanase and is still sufficient to anticipate the rejected 
claims. It is further noted that applicant's specification describes a number of additional 
cell types to which applicants "added " heparanase externally adheres , at least at some 
level. 

Thus Pecker et al. continues to anticipate claims 73, 74, 79. 
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Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 73, 74, 79, 80, 81, 83, 88, 89 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Pecker et al. (U.S. Patent No. 5,968,822) and Weinshank et al. 
(U.S. Patent No. 5,360,735). 

This rejection was stated previously as it applied to previous claims 73, 74, 76, 
77, 79, 80. In response to this rejection, applicants have amended claims 73 and 79 
and cancelled claim 76 and added new claims 81-89 and traverse the rejection as it 
applies to the newly amended claims. 

Applicants traverse this rejection on the following basis. Applicants first submit 
that as argued above, secreted heparanase would not inherently externally adhere to 
cells. As discussed above this argument is not found persuasive for the reasons 
discussed above. 

Second, applicants submit that each of the claims 73, 74, and 79 require that the 
heparanase be added to the cells, in contrast to the above patents. As discussed 
above it the taught means of adding a nucleic acid encoding a heparanase to a cell is 
encompassed by "adding heparanase to the cells". 
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Finally applicants submit that expressing mammalian heparanase as taught by 
the '822 patent in the mammalian cell line taught by the 735 patent, so as to have "cells 
in suspension and a purified mammalian heparanase enzyme being externally adhered 
to said cells, thereby increasing the natural amount of heparanase externally adhered to 
said cells," as required by the claims, at the time of the subject invention, was at best an 
invitation to try and not obvious to accomplish. 

Applicants submit that in most genetically modified mammalian cells which 
express heparanase, recombinant heparanase can not be detected in the culture 
medium, but rather inside the cells. While the '822 patent teaches heparanase secretion 
in insect cells, secretion of heparanse from mammalian cells was obtained only when 
the signal peptide of heparanase was replaced by a secretion signal peptide. This 
replacement is not taught or suggested by the '822 or 735 patents. See Declaration of 
Iris Pecker, paragraph 5. 

In response to applicants above argument, one of skill in the art would recognize 
that in order to express the heparanase of Pecker et al. external to the cell ,a signal 
peptide would need to be attached to the encoded polypeptide so as to direct it to the 
exterior of the cell for ease of isolation. Such directed expression is routine in the art as 
was recognized by Pecker et al. in their identification of a signal peptide on the encoded 
heparanase . 

Applicant's argument that detecting the heparanase in mammalian cells is 
difficult because most cell lines have a basal heparanase expression, at the time of the 
subject invention, is acknowledged, however, considered irrelevant to the claims, as the 
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claims are directed to a biological preparation comprising cells having a mammalian 
heparanase externally adhered to said cells. The claims are not direct to a method and 
thus the relevancy of this argument is questioned. 

Thus claims 73, 74, 79, 80 remain obvious over Pecker et al. (U.S. Patent No. 
5,968,822) and Weinshank et al. (U.S. Patent No. 5,360,735) for the reasons of record 
and for those repeated above. 

Remarks 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Richard G Hutson whose telephone number is (571) 
272-0930. The examiner can normally be reached on 7:30 am to 4:00 pm, M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ponnathapu Achutamurthy can be reached on (571) 272-0928. The fax 
phone number for the organization where this application or proceeding is assigned is 
703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner 
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